cystein complete carbamidomethylation, methionine partial oxidation, 100 ppm maximal peptide tolerance, and 1 maximal protease missed cleavage. Database search was restricted to mammal sequences. The acceptance criteria was a Mascot score bigger that 71. This score indicates a p < 0.05. MS/MS analysis was performed by default with the three ions with the highest abundance in the digested sample. The mass tolerance for fragment ions was 0.2 Da and the cut-off score value for accepting individual MS/MS spectra was a total ion score above 30 in combination with a confidence index above 98.6 %. MS/MS data from LIFT TOF/TOF spectra were combined with MS peptide mass fingerprint data for database searching using Global Proteome Server workstation. The acceptance criteria was the Mascot p < 0.05 threshold (Mascot score above 76). All the MALDI-MS spectra obtained are shown in the supporting information. Analysis was performed at SCAI facilities of "Universidad de Cordoba" (Spanish proteomic network, "Proteored"). : right) mouse ES cells were exposed to DMOG (1 mM) or hypoxia (Hyp: 1% O2) for 0 to 240 min. Levels of eEF2-P-Thr 56 , eEF2, HIF-1α, and ß-act were examined by Western blot. Fig. 1; 2 . Positive values applies to spots with increased levels in hypoxia or DMOG, negative ones to relative amounts increased in Normoxia; 3. M.S.: Mascot Score; 4. n.s.c.: No significant change.
Supplemental
Arginyl aminopeptidase removes arginine and/or lysine residues from the amino terminal end of proteins (2) and is required for neuropeptides maturation, including enkephalin, a well-known vasodilator of cerebral arteries (3, 4) . This enzyme seems to be implicated in inflammatory responses and tumor progression (5) . The protease inhibitor Serpinb6 has also been related with inflammation and protection against cerebral ischemia (6) . Nonetheless, whether Serpinb6 and arginyl aminopeptidase play any relevant role in O2 homeostasis is a question not addressed in the current study and left for future experimental work. 

